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DETAILED ACTION 



Applicant's election without traverse of Group II, claims 13 and 14 in the reply 
filed on 5/4/09 is acknowledged. Claims 1-12, 15 and 16 are withdrawn from further 
consideration pursuant to 37 CFR 1 .142(b) as being drawn to a nonelected subject 
matter, there being no allowable genehc or linking claim. Applicant has added new 
claims 17-21 to group II. Accordingly claims 13, 14, and 17-21 are presented for 
examination. 

Comment: In claim 21 , "prevastatin" appears to be a misspelling of pravastatin. 
Please correct. 



Priority 

Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which 
papers have been placed of record in the file. 



Specification 

The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

The following title is suggested: Stabilized Pravastatin Polymorph Compositions. 



Application/Control Number: 10/590,780 Page 3 

Art Unit: 1616 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sliall contain a written description of the invention, and of the manner and process of 
mailing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claim 21 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. Claim 21 introduces new matter as the claim 
recites the limitation: "the ratio of prevastatin sodium to microcrystalline cellulose is 
greater than 2" There is no support in the specification for this limitation. The limitation 
of: " the ratio of prevastatin sodium to microcrystalline cellulose is greater than 2" was 
not described in the specification as filed, and person skilled in the art would not 
recognize in the applicant's disclosure a description of the invention as presently 
claimed. The specification discloses "the weight ratio of prevastatin sodium to 
microcrystalline cellulose is above 1 .0" in original claim 7 but does not describe 
the instantly claimed limitation. There is no guidance in the specification to select "the 
ratio of prevastatin sodium to microcrystalline cellulose is greater than 2" and from 
MPEP 2163.06: "Applicant should therefore specifically point out the support for any 
amendments made to the disclosure." Applicant has not directed the Examiner to the 
support in the specification for the amendments. Therefore, it is the Examiner's position 
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that the disclosure does not reasonably convey that the inventor had possession of the 
subject matter of the amendment at the time of filing of the instant application. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 14 and 17-21 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. Claims 14 and 17 recite: "significant peaks". It 
is unclear what a significant peak is because significant is a relative term and it is 
unknown what is insignificant. In other words, significant to what? Claims 18-21 are 
rejected as being indefinite because they are dependent on an indefinite base claim. 
The claims will be examined as they read upon any X-ray diffraction pattern peaks. 

Claim Rejections - 35 USC §112 

The following Is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 21 recites the limitation "prevastatin sodium" in line 2. There is insufficient 
antecedent basis for this limitation in the claim. Claim 13 does not recite prevastatin 
sodium. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 13 and 20 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Dempski et al. (US 4173626). 

Dempski et al. disclose in claim 3: 

^ 3. The pharmaceutical formaktion of claim 1, 
} wliex^in oomponeiil (A) is pelleti compmisg 

tby wei^t mdometlisdii; S[MO% by w^ght coof^ 

tlonefs sugar; 3-15% by wdght of liydroxypropylnw* 

thylceiluJose; 3-15% by weight com st«R:li; and 

15-25% by weight mk^ocfystftBine ceiiiilos^ and com- 
I ptment (B) is component (A) pdlets coat^ with said 

slow dtGSolvkig maiedal. 

Dempski et al. teach a capsule in claim 1 . Therefore, when 35% indomethacin, a 
pharmaceutical ingredient, is present and 15% microcrystalline cellulose is present a 
weight ration of active to microcrystalline cellulose of greater than 1 is achieved. Please 
note that claim 13 reads on a product by process. With respect to the USC 102 rejection 
above, please note that in product-by-process claims, once a product appearing to be 
substantially identical is found and a 35 U.S.C. 102 rejection [is] made, the burden shifts 
to the applicant to show a difference. MPEP 21 13. This rejection under 35 U.S.C. 102 
is proper because the "patentability of a product does not depend on its method of 
production." In re Thorpe, 227 USPQ 964, 966 (Fed. Cir. 1985). 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 13, 14, and 17-21 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Pflaum (US 6740775) in view of Kofler et al. (US 651 1 972). 

Applicant claims a pharmaceutical compositions and a stabilized pharmaceutical 
composition. 

Determination of the scope and content of the prior art 

(l\1PEP2141.01) 

Pflaum teaches pharmaceutical compositions of the sodium salt of pravastatin in 
a crystalline form and methods of making them (claims 1-19). The X-ray diffraction 
pattern in Figure 2; shown below: 
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Figure 2 
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HG. 2 is a diffractogram of crystals of lh« sodium salt of 
pravastatin prepared accordii^ to Example 2 of ihs present 
inveotios, which are scanned on fee X-ray powder diSrac- 
tometer wittfin 2 to 48* 2® range witli a 0.035' 2@ step and 
an integratio-D. time of 1 second/step. 



Applicant teaclies tliat tine instantly claimed process produces crystalline pravastatin 
sodium substantially similar to figure 2 above (original claim 9) and thus has the 
essentially same X-ray diffraction pattern with significant peaks and half value widths 
which equates the prior art product with that which is instantly claimed. 
Tablets are taught (column 5, lines 23-25 and column 6, lines 3-9). Microcrystalline 
cellulose is taught as a filler (column 5, lines 27-29). 
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Pflaum teaches methods of making the pravastatin in the presence of ethanol or 
methonal in column 4, lines 26-52 reproduced below: 

ihs prssect itwcK&m as dsscdbed above ccmpdses ilie 

fbHowiag sleps:: 

10 sadium cstioBS m « lower ai^hah-c silcoihoL This is 

siiitstilj- c&riic-d put by cissokdoE ut sn solid aad/or 

asoqshous sssdkiis salt of pravastSiin is s lower ali- 

jdiatic alaihol having pcefefsbly 1 id 4 carbaa s.£0:gss. 

Moss pstittshlyf the alcohol msd for shs dissoktim £t£ 
,g ^s^'aisis.tia sodiuiE is etkanoi o; melh&ngL The 

crysullizatbE resislSs i?sve beers achieved when pre- 

padag s. seMiofi. of pfwast&tia s&dism m. tns&moL 

(b) Ad^Jiisg eibyi &c«tate into lbs ilcoholic soiutbsSj pref- 
erfibly while ibt dcoliolk sokdoc obteiMd is step (a) 

to isi stiir«d eontint^y. Tke skdditios cif $tk>i acetate mkf 
the- akcrholic aobJion of piavastatb sddkm k pceler- 
ably earned out slowly, whils &ie additioa. imy be 
CDEtimicsiisiy or st&pvvisc. 

(c) Q)cimg the res^tiiig alffl}koyelhyl aceUte mixtuce; 
a md 

(d) Crystallizing ihe. scdsiuii sa.it of piw^sjasiti. 

In st£p (d) from tli:e cooled isimce csys^tk of tbe sodmsn 
Nil of praii'astsliii, which preferably have a colcrless or pale 
jfellcw appesfaiice sBd are iti the fciK of needles c-r radi- 
:d stiag cksteis, are foased. 

Additiaaall>'f the cr^'stass obtaked by this pr(3«eBS may 
preferably be SJtersd, ethyl asseiate washed and dried. 

Pflaum teaches a process of preparing the sodium salt of pravastatin using open 
language (claim 6). 

Kofler et al. teach microcrystalline cellulose such as Avicel PH 1 12 having a 
particle size from 20 to 100 microns for capsule and tablet formulations (column 2, lines 
10-15). 

Ascertainment of the difference between the prior art and the claims 



(IVIPEP2141.02) 
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1 . The difference between tine instant application and Pflaum is tliat Pflaum do 
not expressly teach adding microcrystalline cellulose that has an average particle size 
of from 10 to 200 microns and a weight ratio of pravastatin to microcrystalline cellulose 
of greater than 1 . This deficiency in Pflaum is cured by the teachings of Kofler et al. 

Finding of prima facie obviousness 

Rational and IVIotivation (IVIPEP 2142-2143) 

1 . It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to add microcrystalline cellulose that has an average 
particle size of from 10 to 200 microns and a weight ratio of pravastatin to 
microcrystalline cellulose of greater than 1, as suggested by Kofler et al., to the 
composition of Pflaum and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because: 1 ) 
Pflaum teaches adding microcrystalline cellulose to the formulation but simply does not 
name a brand or particle size and the art of Kofler et al. teaches commercially available 
sources of microcrystalline cellulose within the particle size claimed and 2) the instant 
claims read on a product by process. Please note that in product-by-process claims, 
once a product appearing to be substantially identical is found and a 35 U.S.C. 103 
rejection [is] made, the burden shifts to the applicant to show an obvious difference. 
MPEP 21 13. This rejection under 35 U.S.C. 103 is proper because the "patentability of 
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a product does not depend on its metliod of production." In re Thorpe, 227 USPQ 964, 
966 (Fed.Cir. 1985). 

. With regards to the weight ratio, it is the position of the Examiner that this is 
merely a matter of routine optimization. The amount of a specific ingredient in a 
composition is clearly a result effective parameter that a person of ordinary skill in the 
art would routinely optimize. Optimization of parameters is a routine practice that would 
be obvious for a person of ordinary skill in the art to employ. It would have been 
customary for an artisan of ordinary skill to determine the optimal amount of each 
ingredient needed to achieve the desired results. Thus, absent some demonstration of 
unexpected results from the claimed parameters, the optimization of ingredient amounts 
would have been obvious at the time of applicant's invention. The composition would be 
intrinsically stabilized against converting into one exhibiting peaks having half value 
widths of significant peaks above 2 degree 2 Theta in the absence of evidence to the 
contrary. 

With regard to the "wet phase" limitation, the stabilized composition is stabilized 
in wet or dry phase because such stabilization is intrinsic no matter the phase. 

In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 
103(a). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
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ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquihes set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 13, 14, and 17-21 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Keri et al. (WO 01/43723) in view of Kofler et al. (US 651 1972). 

Applicant claims a pharmaceutical compositions and a stabilized pharmaceutical 
composition. 

Determination of the scope and content of the prior art 



(MPEP2141.01) 



Application/Control Number: 10/590,780 Page 12 

Art Unit: 1616 

Keri et al. teach novel forms of pravastatin sodium, metliods of making and 
methods of using the pravastatin sodium (Abstract and claims 1-203). Tablets are 
disclosed and may contain diluents such as microcrystalline cellulose (page 13, lines 4- 
7). Capsules are also taught (page 13, lines 24-27). With regard to the significant peaks 
having half-value widths below 2 degrees 2 theta, the U.S. Patent Office is not equipped 
with analytical instruments to test prior art compositions for the infinite number of ways 
that a subsequent applicant may present previously unmeasured characteristics. When 
as here, the prior art appears to contain the exact same ingredients and applicant's own 
disclosure supports the suitability of the prior art composition as the inventive 
composition component, the burden is properly shifted to applicant to show otherwise. 

Kofler et al. teach microcrystalline cellulose such as Avicel PH 1 12 having a 
particle size from 20 to 100 microns for capsule and tablet formulations (column 2, lines 
10-15). 

Ascertainment of the difference between the prior art and the claims 

(IVIPEP2141.02) 

1 . The difference between the instant application and Keri is that Keri do not 
expressly teach adding microcrystalline cellulose that has an average particle size of 
from 10 to 200 microns and a weight ratio of pravastatin to microcrystalline cellulose of 
greater than 1 . This deficiency in Keri is cured by the teachings of Kofler et al. 



Finding of prima facie obviousness 
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Rational and Motivation (MPEP 2142-2143) 

1 . It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to add microcrystalline cellulose that has an average 
particle size of from 10 to 200 microns and a weight ratio of pravastatin to 
microcrystalline cellulose of greater than 1, as suggested by Kofler et al., to the 
composition of Keri and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because: 1 ) 
Keri teaches adding microcrystalline cellulose to the formulation but simply does not 
name a brand or particle size and the art of Kofler et al. teaches commercially available 
sources of microcrystalline cellulose within the particle size claimed and 2) the instant 
claims read on a product by process. Please note that in product-by-process claims, 
once a product appearing to be substantially identical is found and a 35 U.S.C. 103 
rejection [is] made, the burden shifts to the applicant to show an obvious difference. 
MPEP 21 13. This rejection under 35 U.S.C. 103 is proper because the "patentability of 
a product does not depend on its method of production." In re Thorpe, 227 USPQ 964, 
966 (Fed. Cir. 1985). 

With regards to the weight ratio, it is the position of the Examiner that this is 
merely a matter of routine optimization. The amount of a specific ingredient in a 
composition is clearly a result effective parameter that a person of ordinary skill in the 
art would routinely optimize. Optimization of parameters is a routine practice that would 
be obvious for a person of ordinary skill in the art to employ. It would have been 
customary for an artisan of ordinary skill to determine the optimal amount of each 
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ingredient needed to acliieve tine desired results. Tlius, absent some demonstration of 
unexpected results from the claimed parameters, the optimization of ingredient amounts 
would have been obvious at the time of applicant's invention. The composition would be 
intrinsically stabilized against converting into one exhibiting peaks having half value 
widths of significant peaks above 2 degree 2 Theta in the absence of evidence to the 
contrary. 

With regard to the "wet phase" limitation, the stabilized composition is stabilized 
in wet or dry phase because such stabilization is intrinsic no matter the phase. 

In light of the forgoing discussion, the Examiner concludes that the subject matter 
defined by the instant claims would have been obvious within the meaning of 35 USC 
103(a). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
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F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

1. Claims 13, 14, and 17-21 are rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 7, 14, 17, 18, 
19, 25, 32, 33, and 39 of U.S. Patent No. 6680341 in view of Pflaum (US 6740775) and 
Kofler et al. (US 6511972). The references of Pflaum and Kofler et al. are discussed in 
detail above and those discussions are hereby incorporated by reference. The instant 
subject matter embraces or is embraced by the copending subject matter. US 6680341 
teaches stable/stabilized pharmaceutical formulations of sodium pravastatin and fillers. 
The disclosure encompasses all polymorphs of sodium pravastatin. 

US 6680341 does not expressly teach the filler to be microcrystalline cellulose of 
a particular particle size and ratio with the active. 

However, the art teaches using microcrystalline cellulose in sodium pravastatin 
formulations and the art teaches microcrystalline cellulose within the instant particle 
size. It would be obvious to use microcrystalline cellulose in the stable/stablized 
pravastatin formulations taught in 6680341 because the art suggests doing so. With 
regards to the weight ratio of ingredients; the amount of a specific ingredient in a 
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composition is clearly a result effective parameter that a person of ordinary skill in the 
art would routinely optimize. Optimization of parameters is a routine practice that would 
be obvious for a person of ordinary skill in the art to employ. It would have been 
customary for an artisan of ordinary skill to determine the optimal amount of each 
ingredient needed to achieve the desired results. Thus, absent some demonstration of 
unexpected results from the claimed parameters, the optimization of Ingredient amounts 
would have been obvious at the time of applicant's invention. Please note that in 
product-by-process claims, once a product appearing to be substantially Identical Is 
found and a 35 U.S.C. 103 rejection [is] made, the burden shifts to the applicant to show 
an obvious difference. MPEP 2113. This rejection under 35 U.S.C. 103 is proper 
because the "patentability of a product does not depend on its method of production." 
In re Thorpe, 227 USPQ 964, 966 (Fed. Cir. 1985). 

Thus, one of ordinary skill in the art would have recognized the obvious variation 
of the Instant invention over the patent in view of the cited references. 

2. Claims 13, 14, and 17-21 are rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1, 12, 13, and 17 
of U.S. Patent No. 6531507 in view of Pflaum (US 6740775) and Kofler et al. (US 
6511972). The references of Pflaum and Kofler et al. are discussed in detail above and 
those discussions are hereby incorporated by reference. The instant subject matter 
embraces or is embraced by the copending subject matter. US 6531507 teaches 
pharmaceutical formulations of sodium pravastatin and fillers. The disclosure 
encompasses all polymorphs of sodium pravastatin. 
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US 6531507 does not expressly teach the filler to be microcrystalline cellulose of 
a particular particle size and ratio with the active. 

However, the art teaches using microcrystalline cellulose in sodium pravastatin 
formulations and the art teaches microcrystalline cellulose within the instant particle 
size. It would be obvious to use microcrystalline cellulose in the pravastatin formulations 
taught in US 6531507 because the art suggests doing so. With regards to the weight 
ratio of ingredients; the amount of a specific ingredient in a composition is clearly a 
result effective parameter that a person of ordinary skill in the art would routinely 
optimize. Optimization of parameters is a routine practice that would be obvious for a 
person of ordinary skill in the art to employ. It would have been customary for an artisan 
of ordinary skill to determine the optimal amount of each ingredient needed to achieve 
the desired results. Thus, absent some demonstration of unexpected results from the 
claimed parameters, the optimization of ingredient amounts would have been obvious at 
the time of applicant's invention. Please note that in product-by-process claims, once a 
product appearing to be substantially identical is found and a 35 U.S.C. 103 rejection 
[is] made, the burden shifts to the applicant to show an obvious difference. MPEP 
21 13. This rejection under 35 U.S.C. 103 is proper because the "patentability of a 
product does not depend on its method of production." In re Thorpe, 227 USPQ 964, 
966 (Fed. Cir. 1985). 

Thus, one of ordinary skill in the art would have recognized the obvious variation 
of the instant invention over the patent in view of the cited references. 
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Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ernst V. Arnold whose telephone number is 571-272- 
8509. The examiner can normally be reached on M-F (7:15 am-4:45 pm). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



/Ernst V Arnold/ 
Examiner, Art Unit 1616 
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